In a recent Review article (Integrin signalling adaptors: not only figurants in the cancer story. Nature Rev. Cancer 10, 858-870 (2010)) 1 , Sara Cabodi and colleagues discussed the influence of integrin adaptors, including the p130 Crkassociated substrate (p130CAS; also known as BCAR1) in cancer cell transformation and tumour progression. The authors discussed the growing body of evidence that supports a central role for p130CAS in acquired resistance to hormonal treatment for breast cancer. They also pointed out that investigation of p130CAS in human tumours was limited to breast cancer and haematological malignancies. In breast cancer, high p130CAS expression was shown to correlate with disease progression and resistance to tamoxifen, and p130CAS increases oestrogen-dependent signalling in breast cancer cells in vitro by associating with oestrogen receptor-α. Breast and prostate cancer share numerous biological similarities, including dependence on steroid hormones, both androgens and oestrogens, for growth and survival. However, results concerning the involvement of p130CAS in prostate cancer were not discussed 1 . Biological similarities in hormone deprivation-resistance pathways in breast and prostate cancers involving p130CAS have previously been reported 2, 3 . Indeed, we have shown that p130CAS expression in prostate cancer is associated with disease aggressiveness and progression 2 . p130CAS staining was present in only 15% of low-grade localized prostate cancers, in 48% of high-grade localized tumours, in 60% of lymph node metastasis and in 80% of castration-resistant prostate cancers 2 . p130CAS expression was also associated with high epidermal growth factor receptor (EGFR) expression and reduced expression of the metastasis suppressor gene CD82 (also known as KAI1) 2 . Moreover, in vitro studies showed that reduced levels of p130CAS in the DU145 prostate cancer cell line are largely responsible for CD82-induced suppression of cell motility 3 . In addition, the Src family kinase inhibitor saracatinib (also known as AZD0530) has been shown to inhibit p130CAS phosphorylation in DU145 and PC3 prostate cancer cell lines and to quickly decrease cell migration 4 . Sara Cabodi and colleagues also reported that the protein tyrosine phosphatase regenerating liver (PRL3; also known as PTP4A3) reduces p130CAS cleavage and is therefore a crucial regulator of p130CAS protein levels. PTP4A3 is located at chromosome 8q24, which is frequently amplified in advanced and metastatic prostate cancer 5 . Regarding the relationship between p130CAS and resistance to hormone treatment, we recently demonstrated that p130CAS expression in prostate cancer tissues was associated with a shorter time to relapse after androgendeprivation therapy, and was therefore a good predictor of tumour progression after castration 6 . Taken together, these data suggest that p130CAS expression could have clinical implications for prostate cancer, as it may improve the classification of patients into different prognostic groups, enabling more individualized treatment approaches. The involvement of p130CAS in prostate cancer progression and acquired resistance to castration make it a suitable target for new therapeutic avenues.
